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FULL PRESCRIBING INFORMATION

1INDICATIONS AND USAGE
Voriconazole s indicated for use in patients 12 years of age and older inthe treatment of the followirg
fungal infections:
1.1 Invasive Aspergillosis
Inclinical wals,the mwfority of isolates recovered were Aspergilus fumigatus. There was a sall
A fi

Cinical Sudies (14.1) and Clinical Pharmacology (12.9)].

1 idemi ic Patients i i i
Infections in Skin and Infections in Abdomen, Kidney, Bladder Wall, and Wounds.
[5ee Cilnical Sudies (14.2) and Clinical Pharmacology (12.4)]

1.3 Esophageal Candidiasis

[See Clinical Sudies (14.3) and Clnical Pharmacology (12.4)]

1.4 Serious Fungal Infections

Spp. Includi i i, in Patients Intolerant of,
o Refractory to, Other Therapy
Isee Cilnical Sudies (14.4) and Clnical Pharmacology (12.4)]
Specmes for fngal culre and
obtained prior o therapy t isolate and Therapy. bef
the results of he cultures and oher laboratory sudies are known. However, once these resuls become
available, anifungal therapy should be adjusted accordingly.

2DOSAGE AND ADMINISTRATION
21 Instructions for Use in All Patients.
Voriconazole for oral suspension should be taken at least one hour before or afer a mel,

23 Recommended Dosing in Adults

nd fungal R
apiospermum
S Tale 1 Torgy st st sdwit e spciodlodg ase einenot iooes

. Inavenous reament

7 days Once e

 the o

lized, The recommended orl mlerace dose of 200 g acheves a voricomaol exposure silar

0.3 mgg IV; 2 300 mg oral dose achieves an exposure similar 0 4 mg/kg IV. Switching between the
i oral forml becavse of the oral

formulation inaduls {see Clinical Pharmacology (12).

atleast 14 days fol
g ik o e, whichever i lrger

Esophageal Candidiasis

See Table 1. Patiens should be treated for a minimumof 14 days and for atleast 7 days following.
resoluion of synprons.

‘Table 1. Recommended Dosing Regimen

Infection Loading dose Maintenance Dose”
Y v oratt
Invasive Aspergillosis$ 6 g q125 for the first 24 hours gk 4120 200 mg q120
e » 6 mg/kg q12h for the frst 24 hours Jwdmgigiht 200 mgql2h
Esophagel Candiass * 4 200 mg q120
dosporiosis and Fusariosis 6 mgfkg q125 forthe frst 24 hours 4 mgg qi2h 200 mg q120
Do e s bt e 27
y e, the 200 i 1V 120 dose the 300 mg wasmyig
Plarmacology (121
£ Adul ptnt who wegh s than 40 k shoudreceive B f the rs e dose

s W 10 days ange 20 5 dys). 1

e, et o e g V125 oy e, e ety  and e of

the mect
¥ Notevabatd i s wih sopagea condidisis.

2.4 Dosage Adjustment

imdequate, the oral d ever
Dours imilr o 3mgg IV 124) 0 300 mg every 12 hours ilr o 4 g/ 1V q120), Foraul
patiens weighing less than 40 g, the oral muintenance dose may be increased from 100 mg o

s 10 150 m every 12 hours. 1 et 5 nsble i toleate 30 m orlly cvery 12 bous,reduce

e oal ainenance dose by 50 T sips 0 amimumof 200 g every 12 hours (or o 100 i every



12 hours for adult p.'mcrls weighing less than 40 kg).

IV qi2h, educe the w0 3mghe
qm
henyt
v et e merocions .
oleshoudbe o with mild t0
inpairmen, Aand There are no PK daa o

allow for do: pat
Class ) Duraonof hrapy should b based an e sevelyof e padets uneriying disease,
recovery from immurosuppression and clnical resporse.

Durationof ai 3 fram
immunosuppression and clinical resporse.

26 Oral Suspension

Reconsiution

Tap the botle to release the paswder. Add 50 mi. o water o the botle. Shake the closed bortle
vigorously for abou I minute. Remove child-resistan cap and push bostle adaptor ino the neck of the
bortle. Replace he cap i

& 15:30°C 59
86°F]).

Instructions for Use

Shake. oo The

pack

Incompaibilities

with any other n!dlcmm\nrzﬁdmonal oo s . o mende o e saper ombe Fober
diluted with water or other vehicles

27 Use i Patients with Hepatic Impairment

Inthe clinical AST w0
times the uppe No dose inpatients of abnormal
liver functio

n
Isee Warnings and Precautions (5.9

Pharmacology (123

pa Corin
patiens with chronic hepatis B or chronic hepaits C disease. Varicomzole has been assoclated with
elevations inliver iver dar has jaundi
e potental risk. Paterss with

o i
hepatic insufficiency must be carefully monitored for drug txicity.

28 Use in Patients with Renal Impairment

e necessary for oral e
e e il Prormatoon (1591
Inpatiens severe reral

of the ECD, oceurs. Oral i e poens,

unless anassessment of the benefiviisk to the patint jusdfies e of ot voriconsole
. and, if

o
G0

121 mmin. The . SBECD, is

Sulficient amount of voriconszole o warrant dose adjustmen.

3 DOSAGE FORMS AND STRENGTHS.
o

Yoricomole fororalsspersions suplied n 100 . High dersitypolyeytere (HDPE) botles

of powder for ora siwtion, the volume of the
optrtonis Tt oot ot 0 . 40 o). A 5 kol
dispenser and apress-in adapor are also provided.

4 CONTRAINDICATIONS
« Voricomzole i parents with y
exciplens. There s o nd
agers. patens with
h)perxemmwly o otte ases
. ' " o uinidie with voricorsole s
fhese QT prolongation

2]
 Coadmiristraion of voriconszole with sirolimus is containdicated because voriconszole
Isee harmacology
231
. voriconszole with i and long:

g barbiturates is

significanly [sce Drug Interaction (7) andClinical Pharmacology (12.3).
.

400 mg q24h or higher

 becuse ]

Concensai e Brag actons By ond it Brarmcoiogs (15
* Commnisstonofsoriconoe it igh ose rommt 400 g i s conpinicad ecase

Conmiisuationof voriconmaole andlow dose Hiomvir {190 120 should be e, s
Isee

Interactions 7) and Ciinical Pharmacology (12.3))

voriconszole sigrificanly
Voricarazale

ergotalkaloids,

which may lead 0

le with St. John's indicated because this herbal
nazole

‘Pharmacology (123

5 WARNINGS AND PRECAUTIONS
5.1 Drug Interactions

Tl lora g of dugs v’
Tote 7 forat

"he other drug [ C
5.2 Hepatic Toxicity
ve beens on cases of ser i . e
fatalities). Instances of hepaic reactions were noted o occur primrily n patierts with serious
underlying ical mol i I
hepatids and jaundice, have occurred among patients with 1o other identfizble ris factors. Liver

iy [see

(5.9)and Adverse Reactions 6.3

a
least weedy weamen. Mot ‘monhly during,
oted. It

medical judgment of the
benefitriskof the reament for the paiejsiesconimeduse s emingnd Pretosion 59)

5.3 Visual Disturbances

o e oo repote of prolonged sl verse e, g oot marite
oo, wtsoer cotres by 28 doye it ot o el s vioo el
and

5.4 Embryo-Fetal Toxicity
feul

Inanimals, by 1
esmton lergh.dpstocaanl embryomnraliy.Plese refer & secions. | (Fegomac)for adliosl
de

Ifhis «mg is used pregs i this drug, the
e Shed e e e penil M e

56 Arrhythmias and QT Yrulnnnnnn

Some azoles, includi QT inerval on the
During, lance, th
cases of arthyt uding ver rdiac arrests and
dden deah Jing voricarazale. patiens with
ki has history of cardiotoxic
patients with potendaly pr conditons,
suchas:

¢ Comental o scqured QT-prlongaon
Carionyopaty. inpadcuar when heaflr s prsers
o Sinus bradyca
2 Existing sympomaic arehyitmi
2 Comotont medicia prodct hat i known 0 prolon QT inerval s Convaindicaons (), D
Interaciions (7), and Clinical Pharmacology (123) |

R and
e 3

57 Infusion Related Reactions

o 1 the formulation of voriconazole
reactions, including flushing, hycardia, chest ightness, dysprea, fain
aus and rash, P e
Infusion.
58 Laboratory Tests
has hypolal corrected
prior o initation of and during voricomazole therapy.
hepatic function (particularly liver furction tests nd bilirubi
5.9 Patients With Hepatic Impairment
be
with mild 1 moderate
voriconazole [see C 3and
.
elevatons inliver liver
d b as joundi b gor
poenial rsk. pa
drug toxiciy.

5.10 Patients With Renal Impairment
In patenes e

i
of the ral admiristered 0 these paties,
essa sesesmen o1 he e e oo ihes e of et voriconsole

{123 and Dosage and dminisrtion 5.

5.1 Monitoring Renal Function

Acute renal failure has Patiens being
[

likely 1 be
concurrent conditons that may result in decreased renal furction.

Patients should be maritored for the development of abrormal renal function. This should include
Iaboratory evaluaton, paricularly serum creatnie.

5.12 Monitoring Pancreatic Function

Paienss

for
) should be monitored for p Voricona

5.13 Dermatological Reactions

voriconazole
should be discontnued

» uding children,
such
(SPF). If p
occur, the
comsidered. If voriconazole 3
ermaologic sy © allow early detection
been

reparted during Ita
cell carcinoma or

melanoma, voricorazole should be discontiued.
“The frequency of phototoxicity reactions i higher inthe pediatic population. Because squamous cell
carcinom has b d

Photoaging injuries such as

lenigines or ephelids follow-up
e oo




5.14 Skeletal Adverse Events

I a patient
periosiits, voriconszole

should be discontinued [see Adverse Reactions (6.4).

6 ADVERSE REACTIONS

inclinical wals of a drug cannot b direcily compared o rates inhe clnical wials of another drug and
may o reflect the rates observed in pracice.

6.1 Overview
“The most freq il ere visual

o6), fever (5.7%), 5.4%),rash (5.3%) chills (3.7%),
headache (3%), i
elevated liver hrand visual disturbances [see Warnings and Pr 5.3)
Adverse Reactions (6.2,6.3)l.

6.2 Clinical Trial Experience in Adults
inTable 10 voricomzole in 1655 paii P
swdies. This population, including eg.
atients with hemaological malignancy or HIV paterss.

include
Pade poplatoneees S35 rle o  meat e o 46 gevrs g 1 50 i 51 ptents s
12-18 years),and was 789% White and 10% Black. Five hurred sixty ore paierts had a duraton of
of reater tan 12 weeks, vith s orcomaol o oversix
months. Table 2 includ evens ring
e i hespevie
oty Toaen el e o o o o o e o .

Instudy 3075602, 381 X

of patiens with acute losis. The rai of sudy
adverse evens was 21 Insudy 608, 403 patens i

patients). The rate of
e 10 adverse cvees was 1935 outaf 272 ptints. Sudy 305 evlated e ffects of orl

cmidiis, 305 due 0 adverse
vens w i
Clmen Lovoion Valoes o

Table 2. Treatment Events:Rate 22% on Adverse Evens of Concern n All Therapeutic Stdies Populaton, Sudies 307/502:608
, v
AN Therapeutc Sudies Studies 307/602 and 608 Study 305 (oral therapy)
IV ora therapy)
Voriconazole N1655 =468 Ampho B N~163 Ampho B - -
N(%) N (%) N(%) N(%) N(%) N(%)
Special Senses**
Abnorml vision 310087) 630135 105 o 310155 862
Photophobia 37032) 507 o 0 525 200)
Chromaopsia 002 204 0 o 200) o
Bady a5 a Whole
Fever 9467) 507 515 568) 0 o
Chills 6167 102) (195 86.1) 105 o
Headache 4960) 509 83 108) o 105
Cardlovascular System
Tachycardia 39(24) 6(1.3) 5@2.7) 0 0 0
Dicsve sy
964 1868 a5 205 200) 306
7204) 1562 1507 108) 2(10) 105
o tests sbrorl 507 150 162 108) 560 200)
Cholestac jandice 17(0) 57 o 108) 305 o
Metabolic and Nutridonal Systems
Allaline phosphaase nreased 966 191 se2) 303 160 30.6)
Hepaic enzymes increased 08 e sen 108) 3035 o
SGOT incressed 3109) 5019) o 108) 860) 200)
s 008 9019) 105) 205 660 200
26(15) 306 36(195) 15022) o o
pine 15089 s 306) 205 105 o
Creainine cresed 402 o 59619 005 1035 o
Nervous System
Hallucimtions BT 1328 109 o o 0
Skin and Appendages
Rash 863 0@ 768 108) 305 105
Urogenial
Kidoey fucion boorms! 005) 503 0016 969 105 105
Acue Kidey filure 704 204 1639) 763 o o
~Amphoericn b fobowed by ater kered sangal oy
See Warings and rcamons (5.3)
Visual Disurbances
ision color visionch ahotophobia. Visual
isturbances may be sssociaed with higher plasma oncertrations andir doses.
adverse Huding optc euris and

s of
papilledems [see Warnings and Precautions (531
“The mechanism of action of the visual disturbance is unknown, although the sie of actionis most likely
© y gating the effect of

[
waveformanplitude, a decrease inthe visual field, and an alteraion incolor perception The ERG
inthe retina, The effects

of ¥ days after end of dosing,
ERG, visual fields and norm [see i)

Dermological Reactions
Dermological reactions were common n the patiens treated with voriconszole. The mechanism
erlying these dermatologic adverse events remmins unknow

Tud epiderml necrolysis and

Inaddiion,

iy, Inpaterts with 3

squamous cell Ifa
patent develops askinlesion consistent with squamous cell carcinoma or melanom, voricomzole
should be discontinued [see Warnings and Precautions 3.13)L.

Less Common Adverse Events

e following epeutic
e o T e e cvers whese sl | elorshi o voriconole cambe
isls 1 he ptens. he lis dogs ot
Table 4 above. e voricomzole
clinical program.
Body as a Whole: abdominal hylactoid react
thenia, back paln, ch llli,cden, o edem,
ka1 sy i b lome, nfe A infection, fungal

. mlti-

v o, g, P e, e el lhcswam
i fibrillation, AV block compl bradycardia, bundle
bramchblock. ndomegan indomorsty, ereel benotiag, P ischemia,cerebrovasculr
h

hypertension. h o o i 1
b bt G o proonged i
asodilatation, 3

vennicular ibrillaion,
Precautions (5.5).

Digeste:aorea,chllits,chlecysats,cholelibasts,comtpaion, darthes, duodene et
‘duod h, hagitis,

i incsil benorage, GGTILDH clv pog lossi
h b b . et T
perfoaton, mesil e, i, el iver nelen, ot ieraon e, i
i disorder,rectl

Eemoriage ot een S, oo odem.

ff diab i
"
aplastic hemol bleeding time 4 DIC, ecehy eosinophilia
hypervolemia, Teukoy Iymph d petechia,
purp
BUN 4 .
hypercal hypergl hyperlal
n h hypocalcemia, hypogly.
hypomatremia, hypophosphatemia, peripheral ederms, uremia.
necrosis, bone pain leg gia, myasther
myopathy, osteomalacia, 0steoporosis.
. Jaihi
b g Ision, delirium, depesion dplopia,
i halopathy, euphoria, E dal Synd vulsion,
Gmllnmk Enirone, perion. pesthes i Iy
d, neural eriss, paresthesia, psyeh I
i et sover:vertg
jstaxis, 15, hypoxia,lung edems, pharyngic
pleural i
Fecion s st o ersion
d discoid ecrems,
. losis, h i
v i I
i Kindh t
arinoms. syesing i pderm] ecrol i, ricaris
bleph lor blindness, 1
opacity,deafess carpain eye ain, eye et iy eves, Iyposcsis,eraiis,
oris
redral hemrrh et o ot
. Dlighied ovumcr @

I o i wbr
ot esommog. o reposk o o scoal tdelm iy eonce
retenton, terine hemorrhage, i

63 Clinical Laboratory Values
“The overall incidence of ly brormaliies i all therape was.
patiens weate Increased incidence of
lites may be g) doses. The majority of
Tollowing

abrormal
o S, u‘lu‘hl@d\\umhm-mmulIh!ra’ly

ases of p i cases of
Joncice nd are coses of hpnis o hepat Falure e  deh A0St of hese psens i oher
Serious underlying cordiions

L and durig the course »
Patierts i

‘more severe hepatic

of hepatic nd bilirubi must
be considered if cl
auibutable to voriconazole (sce Warnings and Precauions (5.2).

Acute renal falure has
Patients being likely to

function.Itis
abnorml renal function. This should

include laboratory evaluation, particularly serum creatinine.
Tables 3105 show the unber of pans wih ypolalenis andclncallysgnfcan changes inrene
dy 305,

iver i atents with
emplvagul oo wer randomised s chherorlvorcomsote o o1 ocomeoh. sty
th definite or p were
orcome nstudy 608, atens
the fluconazole.
Table3. Clinically be
‘Test Abnormalites

Criteria® Voriconazole Fluconazole
T. Bilinubin > 15X ULN 8185 43) 7186 (38)
AST 230X ULN 38187 203) 15186 (3.1)
ALt >30XULN 20187 (10.7) 12186 (6.5)
Alkphos 230X ULN 19187 (10.2) 14186 7.5)
“Witbout regard to baselne valve
N=
LN = upper i of normal



Table 4. i Aspergillosis Clinically Significant
Laboratory Test Abnormalites
Criteria® Voriconazole Amphotericin B+
N (%) W (%
T. Bilirubin > 15X ULN 35180 (19.4) 461173 (26.6)
AST 21180 (11.7) 18174 (10.3)
347180 18.9) a0n73@31)
29181 (16.0) 38/173 22.0)
39182 21.4) 102177 (57.6)
301181 (16.6) 70178 (39.3)
Table idemia Clini b Test
‘Abnormalities
Criteria® Voriconazole  Amphotericin B followed by Fluconazole
W (%] N (%
T. Bilirbin S1SXULN  50261(192) 31115 27.0)
AST S30XULN 40261 (153) 161116 (13.8)
ALT S30XULN 22061 (4) 15116 (129)
Alkphos S30XULN 59261 (226) 26/115226)
Creatinine S13xULN 397260 (150) 2118 27.1)
Potssium 09XLLN 43258 (167) 35118.29.7)
o e bk ke
ot mamber
VLN appet i of ol
LLN = lower it of normal
6.4 Postmarketing Experience
The Voriconazole.
Because these reactios are repo insize, it i not aluays
possible to freq laiorship o drug exposure.
o perlostits iy [see
Warnings and recaions (. 10)],
7 DRUG INTERACTIONS
Table 6. g5 on Varic
Voriconazole Plasma Exposure
Drug/Drug Class (Mechanism of Interaction by the Drug) and AUCafte
ianpint and Rifbuin® Significanty Reduced
(CYP450 Induction)
Efaire (400 mg 240 Significanty Reduced
(CYP450 Induction)
Efavirens (300 mg, q24h)*" Slight Decrease in AUCE
(CYP450 Induction)
High-dose Ritonavir (400 mg q120)** Significandy Reduced
(CYP450 Induction)
Reduced
L dose R 100 mg 124
(CYP450 Induc
Carbamzepine Not Studied In Vivo or I Viro, bt Likely to Resultin Significant Reduction
(CYPA50 tdciony
Long Acting Barbiurates Not Studied In Vivo o In Viro, but Likely to Resultin Sigaificant Reduction
(CYP450 Iduction)
Phenytoin® Significanty Reduced
(CYP450 Induction)
St Joh's Significanty Reduced
(CYP430 inducer; P-gp inducer)
Oral Contraceptives  contalring ethinyl estradiol and rorethindrone Increased
YP2CIS o)
Fluconazole™* Sigificanty Icreased
(CYB2CH, CYP2CIS axd CYPIAS aibidon)
Other HIV Protease Inibitors n Exposure

(CYP3A4 Inhibiton)

Vitro Studies Demonstrated Potential for Inhibition of Voriconszole Metabolism (ncreased Plasma Expasure)
In Vitro Studies Demrsirated Potentl for Inhibition of Voricomazole Metbolism by Delavirdine and Other NNRTIs (Increased Plasia Exposure)

Other NNRTIs==*
(CYP3A4 Inhibition or CYP450 Induction)
A Voricomzole-

Contraindicated

Contraindicated

10 mg q24h

Contraindicated

Coadrinisation o voricomszole and ow-dose rtonavr (100 mg 128)should be avoided, un e use
Contraindicated
Contrandicated

Increase voriconszole gl 10 Smgg IV g 10 400 mg orally 412h (100 mg t 200 mg oraly q12h n patens weighing
Contraindicated

Moritoring for adverse e

Efavirenz Drug Interaction Study Demorstrated the Potendal for te Metabolism of

with 200 m

e heakhy subjects
1oy, then 200

=== Non-Nuckeosde Reverse Transcriptase Inhbiors

Table 7. Effect
DrugDrug Class
(Mechanism of Interaction by Voriconazole)
Sirolimus*
(CYP3A4 Inhibiton)

Drug Plasma Exposure
(Cmax and AUCI)
Significanty Increased

Rifabutin® Significanty Increased
(CYP3A4 Inhibiton)

Efaviren (400 mg q24n)"*
(CYP3AA Inhibition)

Significanty Icreased

Efavirenz (300 mg q24h)**

(CYP3A4 Inhibiton)

High-dose Ritoravir (400 mg q120)"*
(CYPIAA Inbibition)

SlightIncrease in AUCI
No Sigaificant Effect af Voriconazole on Ritonavir Crax or AUCI
Slight Decrease in Ritonavir Crax and AUCI
Low-dose Ritoravir (100 mg q12h)**
Terlemdine, Astemizole, Cisapride,

Plmmzide, Quinidine
CYPAL i)

"Not Stdied In Vivo or In Vitr, but Drug Plasma Exposure Likely to be Increased

Voriconazole Morita elated o voriconszole Is hafter the lastdose of fluconazole.
for adverse eve related o voriconazole HIV
Erecuentmiarng fo aiverse cers iy reloed 1o voricomagle
Careful assessmentof voriconazole cffectiveness
s
Recommendations for Drug Dosage
‘AdjustmentComments
Contraindicated
Contraindicated
Contraindicated
3 decreased © 300 mg q24h
Tow-dose ma and AUCT) unl use

occurrence of

potental for QT

Ergot A ot Studied In Vivo or In Vi, but Drug Plasima Exposure Likely (0 be Increased Contraindicated
Eorisomiion
Cyclosporine® AUCTISigrificanty Increased; No Sigrifican Effect on Croax ‘Whenritiating therapy with Voriconszole , reduce of the staring dose and follow with frequent moritoring of cyclosparine blood levels,
mma Inhibition) levels ‘When Varicozole i d
v Icreased g Q prol for ad nd related o methadone Dose reduction of methadone my be eeded
rrwm Inhibition)
Fentany] Increased andother e le. Extended for. may Drug neractions (7]
(CYP3A4 Inhibiton)
Alfertaril Significanty Increased Ifersaniland other opiates v I pe necessary [see Drug Ineractions
CYFaA nhbidon )
Oxycodos Significanty Icreased of oxycodane and other lang-acting opi Vorlconazole. for necessary see Drug I .
(EYP3AL ibidon)
NSAIDs"*** including. ibuprofen and diclofensc Increased Frequen monitoring for adverse everts and txicity related to NSAIDS. Dose reduction of NSAIDs may be needed [see Drug Ineractions (7))
(CYPICO Iibidon)
Tacrolimus- Significanty Increased ‘When iniating therapy with receiving acroll duce the 0 one-
cwrand ision third of the strting dose and follow with frequert moritoring of tacrolimus blood levels, level When d 4 4
Phe Sigificanty Icreased of adverse
(CVPACS bibiion)
Oral Contracepiives containing ethinyl esiradiol and porethindrone. Tncreased Moritoring for adverse lated
(CYP3AS Inhibition)"*
Warfarin® Prothrombin Time Significanty Increased Moritor PT o other suitable anti- coagulation tests, Adjustment of warfarin dosage may be needed.
(CYP2CY Inhibiion)
Omeprazole* Sigificanty Icreased it Derpy i Vorcosole gt ey g nepole s of 40 g o g, euce o oneprole o by o
(CYP2CISGAS Inhibiion) V. The metbolismof thr ron punp i it v CYBECIS subsntes oy S other proton
Other HIV Protease Inibitors n dies Showed Exposu o doeg iharmet for ot hen oniinared it Vocomese
(CYP3A4 nhibition)
Frequent monitoring for adverse evers and toxiciy related © other HIV protease inhibitors
In Vira Studies for Voriconazole 1o
Other NNRTIs=+++ Voricomzole- Frequent moritoring for adverse everss and toxiciy related 0 NNRTI
(CYP3A4 Inhibitor) Efavirenz Drug Potental for Other NNRTIs
(Icreased Plasm Exposure)
Bewodiazepines In Vitra Studies for Voriconszole to Inibi for ad w CYPIAG (e.8., midazol, Jam, lprazol.
(C¥P3pa ibion) Adjustment of berzodiazepine dosage may be needed.
CoA Reductase Inhibitors (Stais) In Vit Studies for Voriconazole 10 for adverse. Jasmma djustmers of may be necded.

(P3RS htion
Dikyopyridie Caclum Charee Blockers In Vito Studies for Voriconazole 1o for adverse. blockers.
(CYP3A4 Inhibiti ‘Adjustment of calcium chamel blocker dosage may be needed.
Sullonlures Oral Hipglycenics Not Studied In Vivo or In Vitr, but Drug Plasma Exposure Likely to be Increased hypoglycena

bitor “Adjustment of oral hypoglycemic drug dosage may be needed.
Vinca Allaloids Not Sudied In Vivo or In Vi, but Drug Plasima Exposure Likely (o be Increased for adverse laloids lialoid dosage may be needed.

(CYP3A4 Inhibiton)

Not Studied In Vivo or In Vi, but Drug Plasima Exposure Likely (0 be Increased

Everolimus.
(CYP3AA Inhibitor)

+ Resls e n i o sy ohving oo o s i 40 g a1 o e 200 ma o e o v by s
- then 200 mg 12 for +

mg q2eh)
<=2 Non-Straidal Ant Iflmmatory Drug
e Non Nuelegse Revere Transeripase Ihiors

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Pregnancy Category D
feul

akenin
1ghs the potental risk o the
fetws. There are 1o mqm and well conrolled studies n pregnant wormen.

I his drug is
e ot o o e gl b e e o Werningsard Do 5.1

Al Data

inrabbits at 100

..‘m (6 e RMD), Ot ffc i ieludd educd ossfcatonof sl an caucal
Jal f the ste

e i Voricomasi

pel inpregnant s w

inceased perntlpup iyt e 10 I'g/hg e o cHeckseen m s wer amincreased
skeleal variations,

o s

83 Nursing Mothers

are excreted
i nursing infants from
disconinue the crug, taking

the potental for

i
im0 account the importance of the drug to the mother.
8.4 Pediatric Use

Salety and effectiveness inpediaric patienss below the age of 12 years have ot been established.

Aol of 1210 18 years were
studies. Twelve out ad ful response
one o vorconsaal 4 mi g .
it Pramacaiogy (135
P P

85 Geriatric Use

Inmulple dose therapeutic ials of voricomzole, 9.2% of patienss were = 65 years of age and 15%.
of patiens were > 75 years of age. 3

yourg males

rconolepamecomsmsiors | mlhe ltrypatens wer pproximaely 80% o S0% Tiaper dhn
wever, the o

e e dm i et v st 1t f g s vuge e recomned et

Clinical Pharmacology (12.3).

8.6 Women of Childbearing Potential

i The
condmnsaiono vriconolewit he oal cotacepive, O Novost G5 et esadiol
i . bucis unliely o reduce the

Moritoring for adverse

Voricomazole is

10 OVERDOSAGE

Incliical rals, there accidenal overdose who
received up o fve imes he recommended inravenous dose of voriconaaole. A Single adverse event

of photophobia of 10 miues duraiion was reported.

There is no kmwn antidote to voriconazole.

121 i The
55 mLmin. I dial

. SBECD, is
removal of

voriconazole and everolims



Voricarazole and SBECD from he body.
The i ecal raldosenicea s s 300 g cquivaleno 4 7 s
i dose, il
@ balance whie ving)
iy ind dyspre. Other signs inmice we
jon and swollen abdomen.

comlsiors, corneal opacifi

11 DESCRIPTION

Voricomazole, anazole anfungal ager,is available as a powder for oral suspersion. The structural
formulais;

=N OH e
N 7
L ~

a5 2R, y pyrimidiny)-
L(1H-1,2.4
of 3493,
Voricamzole drug subsiance is 3 whit to almost white powder
oral providing a
‘Botl ining 49 g poy
d 40 mgmL. voriconazole. The
B " i

dihyd cid, natural and nd
12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
Voricanazole is ananifungal drug [see Microbiology (12.4).
123 Pharmacokinetics
General Pharmacokinetic Characteristics
The i populations
and patiens.
During ool adiestonof 200 g or 00 g ice dly o 1 oy et kot
aspergillosis o of tissue), the
The The
imerindividual variability i igh. increase

increasing dose.

Sfold increse i X
imilar e 1 q12h 10 4 mg/ke q12h prodh
approxinely 2.5-[old increase in expasure (Table 8).

Table 8. Geometric i i in Adults Receiving ing R
6 mig/kg IV (Joading dose) 3 m/kg IV q12h4 mg/kg IV q12h400 mg Oral (loading dose) 200 mg Oral q12h300 mg Oral qizh
N 3 n 40 17 a8 16
AUC2 pghinL) 13932 137(53) 33954 93139) 124 (78) 34(53)
Conn GaginL) 31300) 30305 477@36) 230 (19) 231 (48) 47405
Coin (HE/L) - 0.46 97) L7304) - 0.46 (120) 163(79)
ot 1= ares under the curve over 12 our dosing verval
Coax ' Coin v a
Sparse was. 4
1218 years. In 11 d
IV, the medianof was 160 meginl.

10 2.73 pg/mL). In
following.
Concontons was 116 et (- svrdle gt 255 10 214

Ioading dose regimenis adi
Concemion close 1 seatyno e sceved e (15U b o i (810 e N
q12h on day 1 followed by 3 mg/kg IV q12h), Without the loading dose, accumulation occurs during,
wice-daily muliple dosing
6 inthe mjority of subjects.
Absorpion- The et of vorconole e s

subjects (N = :m), me o bmava.\«bnuyo! vurl(omwle is. esnmamd e b= 9(7% (CV 13%),
Biocauivalenc 0 g

mg q12hloading. 200mg.
Mosiumplesmacorcenaions G ar scicved 12 Hoursafter dosing. When il doses of
voriconazole are administered with high fat meals, the mean Coys nd AUC, are reduced by 34
4
the oral suspersion [see Dosage and Administation (2.

jects, raniidine,
cimetidine or omeprazole, drugs that are koown 0 increase gastic pH.

Distributon- The volume of distibution at steady voriconazole is estmuted to be 4.6 Likg,
cupgesing extnsive disyibutionint dssues. Pas prote bining s estmaied  be 58% and wos

shown o be independer of ple oral doses of
g or meginl), of '
msulﬁcuem:y o e e i of vercorasat

P45 eryen, CYPACTS.CYPACH and VP3R4 Fe g merecsns (O]

I et o CYPLCL S gty Mottt oesbolofvscomts, T

enayme exhibits genetc polymorphism. For example, 15% to 20% of Asian populations may

expectd o be poor meubolizers For Coucastars ad Black, mwmvmmpwn-ununum is
poi

bolizers hi 4-fold hig

ibiects who metabolizers have, o
average, 2-fold higher metabolizer
counterparts.

comribute to the overall efficacy of voriconazole.
Excretion- i

“The major meabolite of voriconazole is the N-oxide, which accourss for 729% of the circulating
h 1 does ot

cither oral or IV
I multple oral or 1V d 80% (0 83% of the radioactiviyy
by he total first96
hours after both oral nd inravenous dosing,

A8 aremtof ol e,y it s o soicrly o e o
redicting.
Pharmacokinetic-Pharmacodynanic Relationships
Gl Efcoy and Sfey Inenclncl i e median alies o the verageand o
(@=1120)was 251

pgL. nerqunile ge 12110 4 A ) 375 p, (e st o 2061

o, especvly: A parmecokinetic harmecodmam slyss o et dat fromsisf livese en
i

lyses
of e det romall enclinclvis idenified ot acaciatom bemeeh o vurlcmﬁmla
Isee Adve

Reacions 6).

ndor
and female subjects of
Voriconazole and ketocanazole.

Serial were 24 hour post.dose

inQT 800,

200 1600 o vuncommle ndte letconaole 500 mg el < 10 e, Femnles
10 st

Age was not
of =

mgmlmlr o e

e doT 300 e Romeve e BT it 1 vorcoense o i s ko
prolons the QT interval is unknown (see Conuraindicatons (4) and Drug Interactons (7)1
Pharmacokinetics in Special Populations

GenderIna ulige orldose sy, e ean Gl AUCsforbely yourg e were
113 gher, especvcl, ey v e (1 45 e, s et doig i e

Soeiymi. and ety elderly i S5 yeas lnzxmnlzr sy, afer dosing i he oral
suspersion,
hareas th man o e -

i were 100% and 91% receiving the wblet and

the oral suspersion, respectively.

el progran i ocage st v e e st of e Tho eyl st
imilar. Therefore, no dosa

-d]u»mrm based on gender is necessary.

Geriatric-

e 14 xm * higher, respctvl, taninycirg s (1 1y 45 e No st
c

dif AU

ety voun el 545y,

Inthe clinical program, po dosage adjustment was made on he basis of age. Anaralysis of
552 patient from

inthe patiens (< or oral administraon.
However, was similar and, herefore,
elderly
Pediatric- s
rocompomised pedie potons 5ed 2t - 12 ears ol who wer nluded Intwo
i Tweny-four of

thse paens secelved milipl innaveous minenance s of 3ot ot 4 gt A comprson

simlar at the 4 meg every houremcntiren
and 3 makg every 12 hot 119 il and 116,
Tespectvely e Use in Specic Poputios G4

cpate gl At gl vl dose 200 ) of vrcomle inclgt s wihild
Chid-Pugh Cass hild-Pugh Class B) . he
mean systemic with
o et oo Thre e Gfrchce e peokpo. oreentators Combetween
the Broups. Whenarly the patiets with il (Chid-Pugh Clss ) epaic isulfcency s

e i Contol, here was sill 823 old increase indhe mean AUC inhe group with epatic

Tubiciency compared 1 contols
Inan oral muliple dose study, AUC, was similar in 6 subjects with moderate hepatic impairment (Child-
Pugh Class 100 mg with

pormal hepatic 200 mg The
were 20% lower in he hep

be

il mid o moderse
voricanazole. No pharmacolinet ailable for patiens with severe hepic circhosis (Child-
T Chon € ot Donge i Adiaraion (71,

in24 suecs wilh ol e aeonand

oo et vty afeced o el Iplmei. Threfor, m e - mcessry
for oral dosing i patiens with mild to severe renal impairmen.

W 6 mek 1V Toading dose x 2, then 3 mg/kg IV x 55 days) in
7 pa 30 - 50 mLimin),
06 subjects
with sormal reral fuction.
H e 30 - 50 mLmin),
inravenous vehicle, SBECD, b
Iy, inthe

mnderately impaired group compared o the sormal control group.

remal impairment

<50 mLmin),
use of ntravenous voricomzole [see Dosage and Adminisraton (2.9).
jects with renal
Voricomazale 121 mLimin. The . SBECD, is
55 ml/min. A 4 remove a
Sufficient amount of voriconszole o warrant dose adjustment.

Drug Ineractions
Effects of Other Drugs on Voriconazole

Voricanmzole is metabolized by the human hepatic cytochrome PA50 enzymes CYP2C19, CYP2CH and
CYPIAL Resuls of invivo meablismsuies e hat e sy of vorkconsole s ighest or
e inducers of these

e sryres o e
respectively.

m

Qizhx .
e Do e dose ofvun(onawl( 0,400 aldhdocs miresore kgt o o

s contraindi i w Dl

i i he effectof the
coadminisiraton of voricomazole and ritoravir (400 mg, and 100 me) was invesdgated intwo separate
swdies. High-dose ritonavir (400 mg, q12h for 9 days) decreased the teady state Cpay and AUC



oral voriconszole (400 mg 120 for 1day, then 200 mg 120 for 8 days) by an average of 66% and
1 )

Sieady State Copp, 0 AUC, of oral voriconazole (400 mg q12h for 1 day, then 200 g q12h for 8 days)
24% and 39 i

Crigx and AUC, of in
Jject, teady state Copgy and AUC, of and 1%
respectively, ithoral

aizn) i
d low-dos e ritonav ded,
i justifies i fsee
Eomeeineatons 5o Warnings and Precautons (5.1

Soumeer wha were Ewenmiupie okt doses o .o Wort GO0 g L 160 xac e ines

daily for

voricomzole AUC g was observed. I o
had no AUC g . Because lmvg termuse of

St Johis Idlead
St Jahn's Worts contraidicad s Coniraindications u;]

1s)
o tapirs s o g btbes (81 pham.lmhual mephobarbial) are likely (o

Warnings and Precautions (5.1)

Voriconazole-related adverse eventsfoic:

Fluconazole (CYP2C9, CYP2C19 and CYP3A inhibitor): Concurrere admiristration of oral
oricomaole (400 g q12 or 1 dy, hen 200 g 12 or 25 days)ndorl flucomaoe (400 g o

day 1, then 200 mg q24h for 4 days) 0 6 healthy male subjects resulted inan increase in Crpgy and AUC,

P uoticombl by moverase of 7% 005 C1 0% 10750 and 795 (0% C 40, 1235,

respectivel sty imvolving

ftequency of le and fect. Concomitan.
iconazol dose is for

adve lated t0 voriconazole is wed if voricomazo

Rcoarote espocal witi 34 hows of it e dse of Hukomsal st Wornigsand recoions

GO

gastric pH) Ci 120 %8

Iy Stte Cpgy and AUC, 18% (90% CI: 6%, 32%)
239 (90% I 3%, 238),espectvels, lowing ol doses of 300 g 1207 oy ety
suh’

idin ncreses gstic D) Rartidie (1S g 120 bad o signica ffcton Vricomasle
fie i AUC, olowing ora dosesof 20 1 01217y o el s

18 uzn for 7 days) or
romycin 500 g 2dh o 3 days) it wricorole 00 m qllh for 14 days b o siniican

the  either ,
Effects of Voriconazole on Other Drugs
Inviro studies
the cochrone PSDeryres CYPRCIS, CYPZCY,aml CYFIAL i smdms the inhibition
for than that of two other
Sroes betocansale o

Voricanazole, voricanazole N-oxide, .m.m\s the n!mmlvc acnvllyu! EVPACS CYP3Ad 0o

merabollte o increase the systenic expo:
these CYPA50 enzymes.

day, may and
average of 7-fold (90% CI: 5.7, 7.5) and 11-fold (30% CI: 9.9, 12.6),respeciively,
subjects. A sirol

and Warnings and Precautions (5.1)1

healhy mle

Tertenadine, astemisole, ciaprid, pimoride and quinidine (CYPIASsubstrates -Albough e
sudied invivo or in
de

org s st
qr of torsade de-
olnes, Coadmialtratn of verkonazole and trfenclne  temizole,ci pride mmnm. and
idine d Warnings and
invivo,  increase the plasma
and Warnings and Precautions (5.1))
Therefo mer
these drugs is eeded:
oral voriconuzole (400 mg 120
onday 1, 200 mg, q12h ngle 20 megrke of alfenanil
oo AUC mean
d 0 when alfertanil i inthe
ncidence of uring
of ,,r..uw.n.w oroberopses
CYPIAL s for
respiatory and ther opat-sssociated averse eves, my be ecessry Whenan of s opates s
Isee Warnings and Pr n
Voricomzole

(400 mg a12h Doy 1 e 200 g 123 onDay 2 with il e doseof e 5
VRG)resled ina crese i the mean AUCyc offenal by 14-old (range 081 0 20

o pte
Siverse eves J Fecommended s {tny! doge SnLd b redced i wttaed i Warningsand
Precautions (5.1)).

liple

dose of oral varicoraole (400 g q12h,on Day 1 alowedby v does of 200 g a1z onDays 2
ral dose of 3resulied e e o

AU(‘Mulux)wdum by 1710 Cange 1410 3.2-{old)and 3.6-Fld ange 2710 .

respectively. T 3 i e 1.6

0 25-fold). ‘miosis) of oxycodore. A

reducioninorycotom: dosge e e i v el et svoidopiid elaed

adverse eff

e o s o b ety P3RS e o Wi ond Pt

G0

celving

comitant administration of oral voricomazole (200 mg 120 for 8 days) ncreased
cytluspmlm G a0 AUC,anaverage of 11 ines (90% G0 .41)and 17 ines 0% CI 15,
ompared.

aing. 1

e ‘,um,.mm. o b reduced 10 ope-ha of e ol dose nd 1o wih reuert

monitoring o blood levels.

it I frequently
d lsee .

cyrcs, oral
Voriconazole (400 mg q12h for 1 day,then 200 mg q12h for 4 days) increased the Copgy and AUCof
pharmscologicalyacive R mehadon: by 31% (90% CI 2%, 40%)an 47% 00% ;3% 575,

metiadone 100 m 241, The o and
AUC.nﬂsl-n!lmdum (905 CI.53%, 79°%) and 103% (36% 1/ 85%, 15430
respeciiel
inchuing OF protongaon
ecommened g costninsiaton Dos reducionf mehados iy b reeded st Waringond
Precautions (5.1))

i g qi2nx 1
day. ¥ e ) ol AUC

15,25 57, 33, respecivel

Wheninicating herapy
be

vt of o sevis b v resncd tacrolimus levls ave beenassociaed wih
ephroxity acrol
e e ertsed o ey o Wi ond Preemuions ()

mg q12h * 12 days) with

warfarin (30 mg
o

e sulable
{see Warnings and Pr il
in
vivo, voriconazole may increase the .
I weated.
with hould
and the dosage i

be
Precaions (5. 1)
riconazole has been shown o inhibit
Jovasaain metabolism n v (i ver crosomes). Therefore. voicorazate s ely  crease
the plasma concentrations of stains thatare metabolized by CYP3Ad. It s recommended that dos

st of
have

i)

© Therefore, voricomzole s lkely to
hatare e
dazol I
p ‘Warnings and

Precautons (5.1).
i y, voriconazale has
been shosn o inhibit elodipine metabolism n vitro (human liver microsomes). Therefore,

by CYP3Ad, for adverse blockers is
Dose adjustment of blocker may be needed

e Warnings and Precautons (5. 1))

inviroo n i,
d

increase Ibu
) oo o i
‘Warnings and
Precautons (5.1).
vitro o invivo,
the vinca alaloids (c.g.,vincristine lead 10
peuratoxiciy. Therefore, itis adjusurent of the
see Warnings and Precauions (5.1).
studies, single doses of ) last
dose of 1, followed by 2) Voricanazole
ma and AUC of isomer,
100 Ay Voriconazole. UC of diclofenac by 114% and 78%,
respeciively.
dosage may
o other NSAID: Tecoxib,

TSR AT wverse o s, o oo ek shond b e wa e e
Warnings and Precautions (5.1).

Therefor
nd AUC
of mg 11% and 34 ivel
in medi (200 mg q12h * 12 days) had ro
Cinax a0d AUC, of once dally for
subjects.
q12h % 5 days)
meiabolite,

comhesmlie s locuroide s saminsgaonof o 5 sl s doe of myeopherolie mofe
Two-Way Interactions

i max and AUC, of
voricoraole 200 aice dally by anaverage of 67% (B0% C1 5%, 72%) xd 5% (00% CI 71%
84%),

steady suate c. ,am/\uc o Noneorssoie Towing anincessd dose of 400 mg ice dlly e
imes higher, 0'mg wice daily.
e 300 mg e
G ard AUC 2,4.0)and 1:35,5.4),
i 0% Cl: 2. . Clas. 5

Comeaindicaied lee Conmaindcaions (4

Eaviens, . e b . nhibi

voricomzole and ef

Toreonnle 305 50 i ior T i, 200 s PO 412 (o & oy e of 1%

2o nam
then 200 mg q12h for 8 day max and Qih
for 9 day 36% and 44 Iy,

The voricomzole

subjects following. g, w©

g 7), - mg for 1 day,
then 200 mg PO q12h for 2 mg q24h for 9 days).

voricorazole 400 mg 121 with efavirenz 300 mg 2dh, decreased voriconazole AUCy by 7% (90%
(CI:-23%, 139%) e ncreased oy by 23% (90% CI: 1%, 53%);efaviren AUC, was increased by
17% (90% CI: 6%, 29%) and gy was equivalent.

is increased
0 400 mg q12h and the efavirenz dose is decreased 0 300 mg q24h. When reatment with Voriconazole



s stopped,
Drug Ineractions (7).

-

e e e e ey

o
T o,

Voricoasole was givenst 200 mg 412 withou penyoin, |

dose. is

increased fromd my/kg (o 5 mg/kg inravemously every 12 hours o from 200 mg (o 400 mg orally,

every 12 hours (100 mg 10 200 mg orally,every 12 hours in patient less than 40 ke) [see Dosage and.
I i

Repeat d g aizh <10 Iy stte Cpa
nd B ly, inhealthy

and AUC,
Subjct. The nreas and A
expected 1 be as mgn.n e st AUC et whn sy fvem i
voricanazole. The

adverse effects is
Precautons (5.1).

omcpaole (40 mg once - 10 day)ith ol vorconole (400 g 12 <1, hen 200 g

UC, of voricarzole by 15% (90%
& CI:29%, i No dosage sdjustmert of
Voricarazole s recommended.

Condninisraionof voricomrale (400 g 412 1 dy, hen 200 mg 6 doy) it omeprarse 40 g
once daily x 7
omeprazole anversge of C1:18, 2.6) and C1:33,4.4),

ompared: inidating
ey reC VNG oeprsole doses af 4011 o e, 1 Tecommenied bt he omeprsole dove
be reduced by one-hal (see Warnings and Precautions (5.1).
“The metabalism o other proton pump inhibitors thatare CYP2C19 substrates may also be inhibited by
Voriconazole and may result n ncreased plasma concenations of these drugs

al Voriconazole
400 m 12 or 1y, hen200 e a2 for 3 day)and ral contacepive (Ortho-Novumi G5
Consising of 35 meg,ethinyl estradiol and 1 mg norethindrane, q24h) o healthy female subjects at

steady stae Increased the Copgy and AUC, mm.wmmm by an average of 36% (90% CI: 28%,
0% Ci 36,
e of 145 (90% C: 3%, S gy ety
Monitoring for adverse .
5.1
recommended:
inavir « TID for
nd AUC following repeat dose administration
(200 mg g12h for 17 days) i healdhy subjects.
mg q12h for
may and AUC, & mg TID for 7
days) inhealihy subjects.

ther R Vitro and In Vivo Findings:

Other HIV i
microsomes) suggest that voriconazole may. .mm the metbolismaf HIV protease inhibitors (5.,

meabolismof voricomsole maybe nibied b i o s 5 oasots o
ampreravi). Patients should be frequendy manitored for drug toxiciy during he coadninistzadon of
o comtohe s HIY ot bhors (s Wornings and precauons 5.1

inhibitors or

Voriconazole may be inhibited by a NNRTI e.g., delavirdine). The findings of aclinical Voriconazole-
efavirers drug interaction sudy i healihy male subjects suggest hatthe metabolismof Voricomazole

may be TL This may inhibit the
ol NNRTI d Patients should
be freq
NNRTE )l Dose adjustmens are
I  Warnings

and Precautions (.1).

124 Microbiology
Mecharismof Action
Voriconole s anavle aifungl agen The rary mde of sconof voriconmol i e ibiion

rgosterolbosymest. The accunlionol 14 alohs.medylsefols corelis wih e sbseqen
1oss of ergosterol inthe fungal cell wall and may be responsible for the anifungal aciviry
Voriconazale.

Drug Resistance

Pt “The frequency of
o ot o i i g e e ot K.

Fun reduced
Eoreepity o voriconote suesig croesance canoceur smore heve wiotes The
relevance of s Clinical cases
where is demonsirated may e therapy.

Activity In Vitro and In Vivo,

active the following both
inviiro and i clinical infections.

Aspergillus umigatus

Aspergilus flovss

Aspergilusniger

Candida glabrata (In cliical sudies, the voriconszale MICap was 4 pg/L)"
Candida krusei

Candida parapsilosis

Gandida ropicals Fusarium spp. including Fusarium solani

Scedosporium apiospermum

‘Incincal s, vricocle MiCopfor G gt sl solos e 4 i 1950 26%)
oriconazole.
e e munvencesoies e MiCso w1 gt e Tope 11

“The following data are available, but their clinical significance is unknown.

in viro mirimal 1 g/l or |
of the following h y
tioms d
adequate and well-contolled clinical vials:
Candida lusitaniae
Candida guiliermondii
Susceptbility Testing Methods 12
Aspergillus species and other flamentous fungi
No filamentous fungi
Candida species
The Jicable orly to tests

linic mstitte (CL
Tehod % o MIC e 45 hors of ok sfo resence meinod M 0r s e esd
ac24 hours.

methods are used to mirimum
These MICs e suscept Candida spp. 10

procedures are

“The MIC d
10 the crteria provided in Table 9
Diffusion a 5o provid
i pibility of Candida spp. o ananifungal agent O
 This procedure uses
paper disks impregrated with 1 meg of Jeasts

e owr. Dk fsion erpeeive otrs e sl prvided Tabe

Table b
Broth Microdilution at 48 hours Disk Diffusion at 24 hours.
(MIC n g/mL) (Zone diameters in mm)

Voriconazole 010 20 o 07 1416 L

NOTE: Shown are

bial drug s likely to he
he reaches

Infection. A report of the isolate pprapr

iy sites where the drugs are ang
s used. A report of is ot lkely to
pathogenif reaches. e et
other therapy should be seleced.
Quality Comrol

use 10 esure the

accuracy of Voriconazole powder and 1 g sl

o o e Tl soge o s et v 10
NOTE: Quality control microorganisms are specific siains of organisms with insirsic biological
o nd the

conrol
Table 10. Accept TestResults
ac Broth L
Conddaparaptons atcc s 00310025 8037
Candida krusei 012010 161025
Gt alean ATCE s0008 - 311042
during

il qualay contol s
TCC &  regiiered ademark of the Amercan Type Cale Collcton.
13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis & Mutagenesis & u...,.m.m of Ferlty
Twoen and i of 6,18
1 50 mg/kg voricomzole, o 0.2, 06 or 16 times the recmml!meﬂ mmm. dose (RMD) ona
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132 Teratogenic Effects
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14 CLINICAL STUDIES
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14.1 Invasive Aspergillosis

307/602),

siens with who . or Inolerant of,

other amifungal therapy (sor-comparatve study 309/604).

Study 307602 - Pimary Therapy of Ivasive Aspergillosis
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Voriconazole  Ampho B e
W (%) N (%)
Efficacy as Primary Therapy
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105%, m%) p<0.0001
Survival at Day 84 0204401 77133 58)
@i 242%)
Success by Species
Success wN (%)
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Baseline Pathogen Clinical and Mycological Success (%)
Voriconazole mphotericin B --> Fluconazole
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143 Esophageal Candidiasis
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‘Table 14. Success Rates in Patients Treated for Esophageal Candidiasis
Populaion Voriconazole Fluconazole  Difference % (95% CD)*
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16 HOW SUPPLIED/STORAGE AND HANDLING
16.1 How Supplied

Powder for Oral S\lspcnsmn

4 in 100 L
Each bt conain 49 8o powder ot o suspermion. Following econstiuon, the wolume of e
suspersionis 75 mL, providing a usable volume of 70 mL (40 mg voricanszole/mL). A 5 . o

dispenser and a ress-in bottle adaptor are also provided.
(NDC 40032-038-60)

162 Storage
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17 PATIENT COUNSELING INFORMATION
See FDA-Approved Patient Labeling
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FDA Approved Patient Labeling
Voriconazole (vor” i kon' a zole) for Oral Suspension

Read the fart aki each time you
geta refill. There may be new information. This information does not ake the place of talking with your
healthcare provider about your condition o eatment.

‘Whats voriconazole?

bload
adbody. The lled “aspergillosis,” " 7 "Scedosporium,”
i and-candidemia”

12 years old



‘Who should not take voriconazole?
Do not take voriconazole if you:

leatlet

are al
(.s.wme (Pmpulsld')

foracorplelstof npdns noricorole
. of the f edicines:

l.u.mu.m e auegiaet)
sirolimis (Rapamunc®)

o it

carbamasepine (Tegretol”)

logctng bt i phembaric (ol *)
cfavirer (Su

iy

sifabuin (Mycobutin®)
ergonine,dibydroergotamine ergot aloloids)

St Johi's Wort herbal supplemen)

» if you are taking any
listed above.

Do not start taking a new medicine without alking t0 your healthcare provider or pharmacist.
‘What should I ell my healthcare provider before taking voriconazole?

 have or ever had heart disese or an abrormal Deart e oy, You bealcar providr
onder st chec you e KO befor seming voricom

o have Your P make sure you can
ake voriconazole.

- dairy products or reg,

conals sucrose (able sugar).

Talkio your
Reatheare provider i

pregnant should use effective birth conrol while taing voriconzole.

are breastfeeding or plan o breast-feed. It s oot knownif voriconazole passes ino breast milk.
Talkioy P

Telsour beskbcare povider boutlthe mediines you ke g prsciptonand -
prescripion medicne, viamins and hertal sp

Voriconzole may affect the way other oetces wnrk and other medicines may affect how
Voricorazole worls.

take. Keepa listof them o or pharmacist
e son gt new madie
How should I take voriconazole?
 Voriconazole may be prescribed to you as
o voriconazole for oral suspersion
for oral

provider tells youto.
« Take voricomzole for oral suspension atleast 1 hour before ar atleast 1 hour after meals.
 Voricomzole for oral suspersion will be mixed for you by your pharmacist. Do not mix
voricomzole for oral suspersion with any other medicine, lavored liquid or syrup.
ol you e 1l your
emergency room.

Whatshould L avoid ik aking voriconazole?

* Youshouldot tive o ightwhie i vorconszol. Voriconolecancae charges inyour
ision such asblrrng orseriiiy 0 g

o Do o perae mchtrs. o s dangeros v il ou s o
voricomzole affects you.

e sinand e g rom

bed
clotes tatcover oS om0 b o Tk sou e ovidr 301 gt

‘Whatare possible side effects of voriconazole?
Voriconazole may cause serious side effects including:
= liver problems. Symptoms of liver prablens may include:
o itchy skin
o yellowing of your eyes

« vision changes. Sympioms of vision changes may include:
< Shred viston

© changes in he way you see colors

o sesiivy o lgh Ghotrkolie)

inyour heart rate or hythm, including
your bear siopping (cadlac st
« allergic reactions. Symptons of an allergic reaction may include:
o fever
sweat
feels like your heartis beaiing fast (tachycardia)
hestighiness
wouble breathing
feel fain
itching,
skinrash

Voriconazole o yincluding
kxdmy failure. Your o
razle You ealicareprovier il decide ifyou can ecp wkig vorconszole.
* serous sk reacons . Symions ofserious s reaciors my nclde
o rash or hives

© blistering or peeling of your skin
© wouble swallowing or breathing

< orgow the y have any
of the symproms listed above.

“The most common side effects of voriconazole include:

o vision changes

o rash

o vomiting

o headache

© fastheart beat (achycardia)

 Hallucirations (seeing or hearing things that are not there)

= abrormal liver functon tests

“Tell your healthcare provider if you have any side effect that bothers you or that does not go away.

“These are motall the possible side effects of voriconszole. For more information, ask your healtheare
provider or pharmucist.

Call your advice FDA a1 1-800-

FDA-1088

How should I store voriconas

e Sare vt o el sepeeiona oomperre, 59 1 86° (15 1 20°C) Do
refrigerate or freeze.

 Voricomzole for oral suspersion should be thrown away (discarded) afer 14 days.

« Safely throw away medicine that s outof date or oo longer necded.

Mecicines re somcime other than hose
‘o s voriconazat for acontilon fo wiich it was 10 prescibed. Do o give voricongole 0
Gherpele

1t you
ol e more oo, S e e oo Vo on ek o e povier o

‘What are the ingredients of voriconazole?
Active ingredien: voriconazole
Inacive ingrediens:

licond
it iy, sodium ez, anycrous ivic i, S e e v

“This Patient Information has been approved by the U.S. Food and Drug Admiistraton.
“The brands listed are rademarks of their respective owrers.
Assembly Instructions

OUR PHARMACIST TO ENSURE VORICONAZOLE FOR ORAL
SUSPENSION HAS BEEN RECONSTITUTED (i liquid form).
1

To open, p while wisiing

Push bortle adapter ALL THE WAY it batle top (i pharmacist has nt done s0). Once botile adapter
s inserted, leave in place.

3

IMPORTANT: Adapter must be full inserted prior (0 use
4

Pull back on oral dispenser plunger to prescribed dose.
s



Insertoral disperser ito botde op.
6

Holding the botue with one hand, push down on oral dispenser plunger (© push air it bote.

Turn botle upside down and pull back oral dispenser plunger. Draw prescribed dose of medicine imo
oral disperser

8

Remove oral dispenser from btle. Dispense medicine inio mouth by slowly pushing on oral disperser
lunger.

9

Remember (o leave the borde adaprer inthe.
temperatre.

Rinse the oral dispenser with water after each dose.
Manufacured by:

Novel Laboratories, Inc

Somerset, NJ 08873

PI0380000102

Rev. 032016

PACKAGE LABEL PRINCIPAL DISPLAY PANEL
Voricomzole for Oral Suspension 40 mg/mL
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